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(57) Abstract 

Drugs, in particular, pyrazole derivatives represented by general formula (I) which have a calcium release-dependent calcium channel 
inhibitory effect and medicinal compositions, in particular, calcium release-dependent calcium channel inhibitors containing the above 
compounds as the active ingredient, in said formula each symbol has the following meaning: B: phenylene, a nitrogen-containing, divalent, 
saturated ring group, or an optionally alkylated, monocyclic, divalent heteroaromatic ring group; X: -NR* -CR^ R-* -, -CR^ R' -NR^ -NR^ - 
SO2 -, 'SO2 -NR* - or -OR* K^R^ -; and A: phenyl optionally having one or more substituents; mono-, di- or tricyclic fused heteroaryl 
optionally having one or more substituents; cycloalkyl optionally having one or more substituents; a nitrogen-containing, saturated ring 
group optionally having one or more substituents; lower alkenyl optionally having one or more substituents; lower alkynyl optionally having 
one or more substituents; or alkyl optionally having one or more substituents. 



X : ^NR'-CR^R'-. - C R-^ R ^ - N R ^ -NR^-SO,-. -SO^ 
-NR^-X«-CR^ = CR^-, RZJ^^ 
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m m m 

T^^nrt/iS nifedipine ^(Dj^m^ft^'li C a ^^^-v >^^;U (^TVO 

Ho thibi-immmm'^^j>/'^mz^\,^x, c a''^xhT^miz^-:)Tm 
m-^n^c a^^\zm^mjimmm^^<Dc a'*mxmj¥-rt^t:>-^t!)ii^^A 

nm^^^tUVzyy >^-)V (Ca release activated Ca 2 + 

cliannel ; Jil.TC R AC C iI8&IE-r-5 : v"^ AX h Tfe#'t4:^f;i/>'^ A5=- 
i'>:t-JKs tore-dependent Ca 2+ cliannel) t^tlf^fn^) 7:)^'#^Et"^ :i 

MtKtrMiMiia^ u >/'^m-i.mmmzit4^m^^x$>^m^m^i''c\^^^ 

(Pflugers Arch., 430. p315-22 (1995)) . C R A C C ttflEtpiniaJia, U >A° 
3^, TXhnit-f h (J. Biol. Chem., 270, p29-32 (1995)) VbiiT^ 

x<D0km^mm\z^u-r^z.ti)m^nxi^^^K>. if-r h;t>-r>jg±*5=fct^ 

B&II^t'^ x-^-jig|^{rt?ii< M#bTV>^*;&^^:6^-oTVi^ (J. 
Immunol.. 155. p285-96 (1995) Br. J. Pharmacol.. 144, p598-601 
(1995)) o 
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jfi^lCfctoT, mm^JO-^^mmmx-$>^v^~i^yy (tenidap) (D{^mm 

^<D-"D\zcRAccmmfs^^^i&^mtim^^^iz-^nrc:iti!)^ib (ceii 

Calcium 14, pl-16 (1993)) , CRACCmmMitmm^)K?-T^m(Dm^0k 

^fc. CRACCfSf^O^aSa (Am. J. Physiol., 269, C733-8 (1995)) R 
U±^mm (J. Biol. Chem.. 270, pl69-75 (1995)) iZh^^-T^Z t^m 

m-^L'Tif^^m^^^^-^tlXiSD (Am. J. Physiol.. 261, C889-896 

(1991)) , cRAccmmm7t)^[^&mm(Dm^'r^mmm^izM'r^^mi^ 

— U'i^>2 (IL-2) (Dm^^^U'f^:iii^mi%^nx^K> (Br. J. 
Pharmmacol., 133, p861-8 (1994)) , C R A C CIS^^JOTt^M'^^CDtim 

^rzM'mm(Dinm.Km<DmmMiii'X-h^mx^^o 

^^mmmm'^nmmmizi^m-^n^mmiimmitv o c c T^Biiiai^ 
i]jiz^^M.mmti^nt>ti. cRAccitm^i^u^^zLt^mi^nxi^^^o ^ 

oT, V O C C\ZMi^X CRAC Cm^i^^^-T ^tl Ai^'y >^}vm 

mmitt. ik'^^mm'p^unmiztti-^v<f3i\^^i^m^^-^ui^K ^m^&^ 

jS^c R A c c mmi^m ^^-r^it^m^^^ < o^^^g^^nx^a wix 
y-jm^m^. wo9 4/0 o 4 3 s^^^gicti 2- (3,4-vb Ka-i— r 

y^/'j;P) T-feiS'S Hg|#^J&«W^$nxViSo :SCi^ (J. Pharm. 

Exp. Ther. , 257, p967-971 (1991)) izit. 5-amino-l-[[3, 5-dichloro-4- 
(4-chlorobenzoyl)phenyl]methyl]-lH-l, 2, 3-triazole-4-carboxamide ti^ C 

RAccmmf^m^^-r^z-t^m^-^nx^^^o b^^UTjc*^^, voce 
izMT^cRAccm^ii^mt'^-^nxi^^^it'^mi'i.. ^rzm^A^t.ii^^c 
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H-ny^P82 5 2 5 0 2 4^^^{;i(i. iji^^^m^^T b - 

W09 5/1 8 0 9 7-^i^$gtCJi, tl-'f ^ U -7 ^ GM P xKX 5j> vXXt^ ^ 
tf ^ y U ;U > • • ; n « 0 75 S 6 . W « N X C H , Y « O X 




9- 5 9 2 3 6 ^l^^tCti, U r^-T^^li. T l/;i/^-ttMmi^CD 

mmmmm, • R^^Aoy^m^, -hd*, -nr»r«, • • 

A«-C (=Z) NR^R^Xfi-NR'^C (=Z) R\ Rnig*^^L<tt 
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Tzmm. c R A c c mmi^m t)mB ^ nxi^^rzit^m t \t± <mm^ 
mz-t^ bf ^ '/-jm^mmntz. c r a c c mmi^m **-r s z. t ^mm 
vr:io ^e>fc:, :ine)Ofb^!^«voccn^-r-g>cRAccii*^tt;&?i«i.i 



D : -A 1 k, -iS.m7)l^-)\^. -m.m7)V^zi)V. -/\n^yiS:,mT)V 
-A 1 k-'>i7DT;WK -Alk-O-Alk, -v;^pt;p 
-O-Alk, -COOH, -COO-A 1 kRtK-Ha 1 

n : 0 Xit 1 , 

B : 7xZi^>, -&^^fiafPm0 2fflB»XliA 1 ktfSJft^tlTViT'b.fcVJ 

X : -NR '-CR 'R -CR^R^-nR^-, -NR^-SOj-, -S 

O 2-NRl-X«-CR^ = CR'- 
R ' : -H^ -OH, -A Ik, -O-A 1 kXli-CO-A 1 k, 
R^ R ' : [R|-^b<«S;^j:oT, -HX«-A 1 k, XfiR ^R^R '?&^- 
«^ i o T = O X«= S , 
R^ R5 : |l|-'^b<«MJ^J:oT, -H, -Hal, -/\nyyt&Mi7)V^ 

;i/Xa-A 1 k, 
A: H@JJ^±®em»*^LTViTfe=tVi^>if>^ ; 1 
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mU±<Dm^&^^VXl^^XhJ:^^A 1 k. 



X'^-ox. ^^y^amitimiiK±(Dmmm^m\^x\,^x%jii^o ) 



(1) D75t3, 5-b'x (hu:7;i^:tpp^5";i^) - 1 H- tr^v-;p- 1 - 

4-^5^;i/-i, 2, 3-5"Tv7i/-;w-5— r;m^(D*^, 

(2) DidU 5 - h'j7;i/:e-D^5^;i'- iH-tr^y— ;w-3- 

Att4-^DD:7x-;i/£;^1>©SS:, 

(3) Dj&n 3 - hu:7;i/:ro^^;w- iH-e^v/-;w- 5- 

n/O^'O, B^^'5^^:7a:>- 2, S-v-f^P, E-OXt&^X ONH<D,h 

(4) Dj&M -X h^^i/*;!//!^:^;!.- 5 - h U y)V:tU 1 H- tT^ 

(5) D*nH-kr^V-;i'- 1 — r;k n*tO, B;&^1, 4-yx.=.U> 




5 
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(D^&:^L<immnL ^m^^M.^L<immo 'y^^(D^mmi^<\mmM 



D : - A 1 k. -i&mT)l'r=.)l. -^m.7)V^:=-)V. -/\U^' J fmC7 )V 
-A 1 k-v^DT;i/^;i/, -Alk-O-Alk, -->^D7;i^ 
-O-Alk. -COOH, -COO-A 1 kS.r>'-H a 1 ;&ie>J^j: 

s e> $ n -5 1 ~ 3 <@ (©eifes^ w L T t.iT cfc V i tf ^ y u ;k 

n : OXm 

B : :7x-l/>, '^^^fiafO^(D2ffiSX«A 1 k TSJfe$tlTViTt)«t 

X : -NR '-CR -CR^R^-NR^-, -NR^-SO,-, -S 

O j-NRi-Xtt-CR^^CR^- 
R':-H, -OH, -Alk, -O- A 1 kX«- CO- A 1 k. 
R^ R ' : lR|-^L<ttS7^i:oT, -HX«-Alk, y.\^R'-ELnR'i)^-' 

RS R5 : |f|-'^L<JiM?'ci;oT, -H. -HaK - /\u^' J {^MCT 
;PX«-A 1 k. 

A: l®£;±(DgJfeS&^LTViT'bJ;Vi^>-lf>M ; HSU^-hOSi^S^ 
W bTV^T t)ct U < « 2 7^>S 3 ^i^^S-er^x n T U ; 1 




( I ' ) 
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V 




^;i/5f:uy, 3, 4-vtKD-2H-i, 4-^>y:t4^-y->^> 

(1) D:3, 5-t*7. (h'J 7;i/^0^5^;U) - 1 H- tf ;U- 1 — Ol' 
, n : 0, B : 1, 4-yx.=.U>. Y : NHCO, : 4-p^9^;U- 
1, 2. 3-5^T5^T\/-;U- 5--r;UT£&^^b^#; (i^J^TO^i^Aitlii&iS 

(2) D : l-^^)V-5-V^)y)V^U:^^)V-\H-\f.'yV—)V-Z-^}V 
. n : 0, B : 5^:t7a:>-2, 5->?-r;k Y : CONH, : 4- 

(3) D : 1 -^5^;w-3- hu:7;i/^Ppt^;i'- i h- tf^y-;w- 5 — r;i' 

, n : 0> B : 5^:t>'ac>- 2, 5 -i^-TJK Y : CONH, K^A : ^> 

(4) D : 4-xh=^'>;(j;U/t^-;i.-5-hU'7;i^:rnpC5^;i.-iH-tf^y- 

1 n : 0, B : 1, 4-:7xnl/>, Y : NHCO, K^DA : 

hU^ODtfn;i.T*^<k-&t» (OT^b'&tiD«i:lil&fB-r^) , 

(5) D : lH-tf^V/-;W- 1 n : 0, B : 1, 4-:7x— Y 
:NHCO, KOA: 2 -X vk*-;PT?^§'fb-&#l (£ilT'fk'&«KJE <iilS& 

lE-r^) o 

ht^Vt^ifii^. {b'&tlA-D^, MAYBR IDGE^tiim*^5'Pi^ (UK, 
Cornwal 1, 1 9 9 5^8^^ff) tCSEW042 2 5. KM0 2 940. 



7 
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KMO 3 0 0 OStXGKO 2 4 2 1 i LTlBtt^tlTV^-S*^. ^©ffljt{3C)V^T 

^X$)^o 

(I) ^L<tt (I' ) (D0^l.l^it^mtl.X\t. DCD 

#{ciH-tr^y-;i'-5-'r;i'Sb<fiiH-kr^i/-;u- 1 - 
F m(Dm:i^m^m utv^t t) i^m-m^ u < « 2 7i;s 3 a«7=- □ t 

TOJi(^F^cDgttS^WLTt.iTt)J:Vi^^mtSfP^ ; imei±(DGU 

^^Xh^lf^Al kX$>K>. ildfC, 
FPtt, -A Ik, -i&m7)V^^)V. -{Sii^T;P4^-;k -Hal, -N 
H2, -NH (A 1 k) , -N (A 1 k) 2^ -NO2, -CN. -OH, 
-O-A 1 k, -O-CO-Alk, -SH, -S-Alk, -COO 
H, -COO-Alk, -CO-Alk, -CHO> -CONH2, -C 
ONH (A 1 k) , -CON (A 1 k) 2. -SO-A 1 k, -SO2- 
Alk, -SO2NH2. -SO2NH- (A 1 k) , -SO2N (A 1 

k) 2, -7'J-;u, -->i^DT;i/^;u -o-Aik-o-, -j\ny 

/mSLTJV^JV. -A 1 k-NH2, -A 1 k-NH (A 1 k) , -A 1 
k-N (Alk) 2^ -Alk-OH, -Alk-O-Alk, -A 1 k 
-SH, -Alk-S-Alk, -Alk-COOH, -Alk-CO 
O-Alk, -Alk-CO-Alk, -Alk-CHO, -Alk- 
CONH2. -A 1 k-CONH (Alk) , -Alk-CON (Al 

8 
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k) 2^ -Alk-SO-Alk, -A 1 k-SOz-A 1 k, -A 1 k 
-SO2NH2. -Alk-SOzNH (Alk) , -Alk-SOzN 
(Alk) 2> -A 1 k-TU-Jl^RtX-A 1 k->'^ay;U^;i/;{)if,7a: 

Gmt. -Ha 1 , -NH2> -NH (Alk), -N (A 1 k) 2^ "N 
-CN, -OH, -O-Alk, -O-CO-Alk. -SH, 
-S-Alk, -COOH> -COO-Alk, -CO-Alk, -C 
HO, -CONH2, -CONH (Alk) , -CON (Alk) 
-SO-Alk, -SOg-Alk, -SO2NH2, -SO2NH- 
(Alk) , -SO2N (Alk) 2' im±<^FP©gj^»$WL 

U < « 2 7!;M 3 m^m^^'r P T U -^l', 1 m&.±.(0 F S^OMIftS 
LT ViT i V D T;P=l^;USLtX 1 <@£iL±® F b 



2) Bd^, 7xnl/> ; tf^Uv'^- 1, 4 -v-T ;U ; X«A 1 kTg 
0, Xj&^\ -NH-CO-, -NH-CH2-, -N (OH) -CO-, 
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-N (Alk) -CO-, -CO-NH-, -CHg-NH-, -CO 
-N (OH) -CO-N (Alk) -SO2NH-, -NHS 
02-XJA-CH=C (Hal) A*«, im^±<OFM<Dm 

ViT=bckt.i, ^x-ji'. y^-)i. ePU;i/, -i^y^/^JJl. tf^y 
u;u> 5^T^/'j;k -rv^T^/u;!^, :t^iJ-yu;k -iv^-^^/^jji. 
7^h^yu;k hU7^/u;k 5^T>^Tyj;k truvJK if^v- 
;k tfu^-:^-;k truy>'-;k -r>Hu;k 'rv-i'>Hu;k 
y^yu;k =^yu;k ^y^ii-:^;k y^^z^=.)U. -fs^i/tfu 
>^;k =^^:^yu-;^RrX'>>'y 'j-;i.75ie,?^i::g,g^;{iif,jij^$tis¥« 

±(7)A 1 k-emm^nTi/ixfeckVi, tfpu>'-;k 

TViTfcJ;V>®m7;W^— ;U : H@£^±©Ha 1 -t?®^$nTViTfc 
^\^^^7)V^—}V ; X«lfi£^±®Ha 1 TS^^nxViTfeckt^ 
AlkT*0, F^*?, -Alk, -jSilRT;i/^-;i/, iSiSiT;P=^:i 
;k -Hal, -NHz, -NH (Alk) , -N (A 1 k) 2> -N 
O2, -CN, -OH, -O-Alk, -O-CO-Alk, -SH, 
-S-Alk, -COOH, -COO-Alk, -CO-Alk, - 
CHO, -CONH2, -CONH (Alk) , -CON (Alk) 2. 
-SO-Alk, -SOg-Alk, -SO2NH2, -SO2NH- 
(Alk) Rt>'-S02N (Alk) 2*^ibt^^m'r!$>^ib\ 
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3) niti^O. DTjt, -A Ik, -AD^VMT^Wk -COOHRU^- 

coo-A 1 kf}^^u^mi}^^misi-^n^mm&i7bm3m^mi'X\,^x 

/ci:^^/5^e)M^$n^mM5^#]^^7^P^<75 2ffiS-Ca5D, X^^. -NH 
-CO-. -N (OH) -CO-, -CO-NH-, -CHg-NH-X 
«-CO-N (A 1 k) -V$)lO. R-DA^i. -Alk, -Hal, -N 
H2, -N (A 1 k) 2, -NO2. -CN, -OH, -0-Alk&r>'- 
COO-A 1 k)&^6;5:§^*^^il^$tl^ HS£j^±©S8l»S:WUTliT 
t>cfcVi:7x— ;u : A 1 kT@Jfe$nTViTt)J;Vi, 5^x-;k t!DU;K 
<5:$^vu;i/, 5^T\/u;w, ^4^ifv^u;w, y^h^^/vji. hV7VV)v. 

)V ; im^ikAiOna. 1 l?m^SnTViTt> Jcli^mTJP'Jr- ; XfiA 1 
kT^-S, Xli 

4) X^t, -NH-CO-Xtt-CO-NH--e*§, 

— r;w-c^o> e.^A75^a i kTMm^nTv^T^bcfcVi, ^tv^))v. 

So 

ivit^m^(DmMm:Mm'^o »*LVi»tbT«, r<siiT;u=^^;i/ cai k 

;k i-yo^x;i/, 1, 2-i^?^^)V-i-'fa^~)imf)^. ^iSM7JU^~ 
;Uj ibTfSX5^x;i/^;i^'#tf?>nSo r;\ay>M-? (Hal) j ttT«, 



V/O 99/19303 



PCT/JP98/04583 



1. Br, FWCiT^^, rAa^y^7;u^;i/j iiiyXli. i^±(DH 

v-^ □T;w^-e^) d , $f s l < ^^^^^^ t!;ws.i/->/7 o^^->;i'-e^-5o 

2, 5 -i/-f;i/TS^. r:7x— |^>j i:bT}i, $fSL<«l, 4-7i 

«hr'^u>'>-i. 4->?-i';i/-eafes. n*5o-e$)^(h#, DtBiiitiigj^ 

R) (S) #:(D^^M't4#:7&^*#liL'5-5.. 2^MH^ttz:tl?>(D^^m#:(Dg 

mwm. ^m, mm, zfu\f.^ym, >':3.^m, -^uym, u;\^m. :7v-;u 
m, -^^v>m. ^m, u>p*m, mwk. ^ji>m, :^^>x)vyt->m, 
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■^i^\z, ^^mit^m (u x\t c ) mj^^<Dm<D^m(D7m 

> (Greene) 'BlXS^vV (Wu t s) rprotective Groups in Organ 
ic Synthesisj . ^2)|gtlB5iicOi!^MS^^tf^C<h/5>^T^> ^tH^^mm.^ 

'^xi^\zi^w^\\L'^m(n)^mm'&mz'D\^xmm^. 



N.(^c4-(b^NHR' +HOOC-A 

^^[hJ„Wii) (III) 

'^v^^-C"(b^C0OH+ R 



75 K<b 



2 n 



(IV) 



1NH-A 
(V) 



(1-1) o 

o 



(1-2) R 

HfflSSJE&iCtc^-Tck^tc, -SS:^ (i i) Xii (v) T'^^ti'S 
T5>ii##:<h-^ (I I I) x« (IV) -ea$n^;^7;i/3j?>g?m##<i:^ 

75 H^LSJES{C#-rc:<h{Ci;oT, i^mc^m (I - 1) (I -2) 
Jl<^^liSl^tc43liTffll.^-i);ii:<DT#S*;U3l^>mi^«^ (I I I) x« ( 
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*;i'ji^>''r 5 K (Dcc) . 1- (3->?^5^;i/7^yyotr;w -z-jl^}V 

*;UJl^i^<5K (WSCD) ^OHI^j^l, ^^titt, 1. 1' -tl)VTfs-}Vi^-( 

(II) x« (V) -ea$n^7'5>^##:t-j!^ (i i i) 
KfSiiz^fsm^mmmm. m«tf xh^t:HP77> (thf) 

, iy:t^D->, X— 5^;k ^>if>, h;i/X>, >fi^PD;>^^>, 1. 2-i^i7 
DPX^> (DCE) , ^na-!is)\,A. N. N-f/p^^;i/5jN;i/AT5 H (dmf 

K^-\immi^(Dmm\z^-DXit, h>jx^;uT5>, kuv>, tfpu>« n 
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(1-3) 



(^^4^, R a RD^R b tJHX«A 1 k ^^"To ) 

^mmt. (VI) i:m^n^it^^(D^h>\zmi^-r^^mm'f^h 

■oX:^mMit^^ (1-3) ^m^:^m'c&^o 

i^/-;k X37y-Jk 1, 3->^p^^;L"r5y^yU>?>-2-:t> (DM I) 
, THF. DMF^CD^iSf, - 7 8"C;0^'=>SPi^M»5tTTrMj5S$-tir§ ^ itC^k 0 

mm(Dmi. ^t>tt5^^x'i7A (IV) ^y:/pij^'>:^h\ (IV) 




H^itB;Sit^i?:^c^•rck'5^c, -wc^ (id x« (v) -c^^ns 



1 5 
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7s.>mmi^t. (V I I) X« (V I I I) l?^$n-5T;i^^b: 

i^(Dm7m7^^itKf^^lZJ:-:3X, :^^BMit^m (1-4) Xit (1-5) 

Dean-Stark) h^y ySrffll.iT^figf'&TKSr^bTtTa 

mM. 'y^-~—~y^)vm) ^ffli^T, ;<^y-;K @^^x5^;k 

^^O^jS^if, %m.ti^^ 5 0k g/crricDTK^^fflmTT, OX:;^)^^. 1 0 Ot:(Z) 

X*^- C R ^ = C R ^ - T-ib ^{ b^4^«, U Mb-^^t^ L r)V'f t F e> ^ 

— :^ X^>X (Ho r ne r-Emmons) K^-^. Wt^>\t^'^ ( 

Wi t t i g) RJt^\Z^r)^ :tUy4>^m^-r^Z.t\Z^-DX'^f^X'^^. 2^ 
SJ^«, >J ^^A>>^ y y D tf;i/7 5 h\ h 'J -i; A b h* U H . h 'J X5^;U7 5 
>, TJm^;W'J5^'^A, y3^=i)V^J^^Am(DmM(D^T. THF, DMF^ 

1 6 
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ckOMjfiT^So mit, am, ii*, ^^-fb, itii. HiS^. # 

M^^(Dmmitmmum^nmi.x'^mzj:r)mix^^o yt^m^mt 

:^^mit'^mitmmm.^m(Dm^^^ t Lxmmx$>^, c r a c c 
mmi^m:&.zs i l - 2 m±mmim bx^fe 0 , c r a c c m.mn-x\t. i 
I. - 2m^mMnt\.x^mxh^. 

mz. CRACC^I L-2M^cDB€#-r^71/;U=!r-'l4, lJ^^'l4^b< 

cRAcc^L<«i \^-2M^iflm^-r^^mmmifi^^'^n^. 
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mu^u^J:r)m^^^T$>^o 2^^igfb-&i^«i l-4*3J:z/i l- 
5:g^»if^ffi, MMP- iM±jip$fjftffi, TNF am±mMipmm^hm 

c R A c c mmmummmmizM-r^mi^m ^ wr-s :i 1 , 

i^mt\,^-orzmm^&^\'^tmn^<Dmm(D^m^i^mmizmm-^$>^. ^ 

-r -Soltek 19, itjfiis^^m^, m^i^m> mmm^j^M-mmmti^^^rz 
^tc, voccizMvxcRAccm^&^Mmi^m^^-r^:$immit'^m 

voce laSt'SHT^ 4'*K»M* ^^^UshmW-mM^-X:^ U -Sjff ^ L 
< ti^'^i^m ^#-5:it/cj:<, CRACC BaSf^ffl ^^^T Z. t i!}^X^^mm 

(DCRACCBSgf^ffi 
;^;;U>"j7 Ati^mTt^m fura-2 (l/xM) S:P-H LfeJurkatiliflS ( 

6X10 1 ) mmm 1 00 u i ^^-^xjufftc^^-^t-fc 9 e r^xji. • t 

mmm\^ti)u^yOAmm.±mt. mmmm(D 2 m^mcDi^mmu ^mz 2 u 
Mii-7''>:y;i/^>(*^jga[, 1 iiyi.)^^tsj\>^7.^mmmmi 0 0 ^ 1 

Sr^'^x;U{C^SpT§3:<i:TjieL, ^JP3 0 3 4 0 nm/ 
5 0 0 nm*3j;OTjgiS[:g3 8 0 nm/5 0 0 nm{3=koT#^nfe 2 
^^3fiSJ:0m^^;gJt (R) <&^aiL/5:, Cl®m^gS^it^tBfl#{ctt. » 

, i^M7tt3<j:S f u r a.-2^%\zti-^^mm^miE\.tzo 

1 8 
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i^Rft^myt^mit (Rmax) , 5 jtiM-f^tyv-f ->>+ ImM EGTA 

mwnz.x-Dxm^nrcmf\^Kmmytmm]t (Rm i n) . mmwi&z son 
mmBm(Dtl)v^yOA^^^^m(D1k^1^^ (sh^) ^^zsmmi&^s son 
mmmm(Dtijiiy^AMm^m<Dmmj}m (s f 2) t-^tDtf^iSiJ^oi^feTt 

th^^ : MF^^Jl'V'^Aii^ (nM) = 2 2 4 x [(R - Rm i n)/(Rm 
ax-R)]x[S f a/Sbz] 

mmp^^(Dti)ii^^j^mAm.W(cRAccm.w^^^ib5 o%<dcrac 
cia*^^-ras (iCso^ifi) ^ntavTzo 
(2) V o c c Pflgf^ffl {3 jc^-r ^ 

ti)l'>'^A!^^m^^mf ura-2 (1 fiM) ^D-KLfcPC12- 
h5^«> hnm^mH^ (2x1 0«/ml) 0 Om 1 

OmM KG 1 (m^^S.. 5 0 mM) ^^trA>^i7;^5pggj^^^g 1 0 0^12: 

^'yxMzmm-r^^t'cmmi^, mm2 o^wzmuiSi&s 4 0 nm/s 

0 0 nm*5j:rJ^S!)^i^S3 8 0 nm/5 0 0 nmtC J;oT#e)nfe 2 
g^m^tCJ;^ f u r a-21[^tz*r-rS]^#2:aiEbfCo 

msacRAccm.mi^mi:mm\zLT. voccpi«f^ffl©i Cgo^iS^^ 

mt&Ml. 5, 32, 36, 3S, 50, 5 3S:t/7 2 <D»T^<k^!^, M 
t/tC'fb'&tlAS.mb-&4^D (Vi-rn^MYBR I DGEttiDI^A) (Ddk^ 
fl:^tl®CRACC|5S«fi&tt (I Cso^ifi) 0- 5 1-0. 0 5 0 mMO 
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(3) I L - 2 m^mmi^m 

Jurkat ^fflJiaSrffl ViT, S. Clare Chung ^, Br. J. Pharmacol., 113:861-868 (1994) 

mmmi. 32. se, as, 50. 5 s^s^tx? 2, Mmc^b^#iA 

(4) TNCB^^j^Mtijil^!^ (TNCB-induced Contact Hypersensitivity) \ZMT^ 

5il*P*ttt ICR TJ^XCSLQ^fflV^T, Current Protocols in Immunology 
(John Wiley & Sonsjnc. 1994) ^CiHi^^nfe:5^S<^l^^^^l^l^{C LT TNCB ^ 

mm^^mj^ tncb m^mm]±mm&mmi&}m^^i.fto 

(5) '^'yx conA m^M^mm'ET'jviz^-r^M'mmmui^m 

4~5®ipCDllttt4Balb/c-T'j7X (SLC) &ffil/^T, G.Tiegsb, J. Clin. Invest., 
90:196-203 (1992)<D::^^<h ta(^lHl:m(D:^ffi^ffltiT^i^^fT^;t, ^^l^-fb-^ 

Silfi^C^^itt DBA/IJ V':7X(B*f'^— JP;^ Un — )<&ffiViT, Fumio 
Nishikaku and Yoshihiko Koga, Immunopharmacology, 25, 65-74 (1993)MtX(w, 
Fuminori Kato, Masanao Nomura and Kyoko Nakamura, Annals of the Rheumatic 
Disease, 55, 535-539 (1996)[CSBttO:^rJ4 tCipCT, mm^kWmi^m^UmVrZo 

nWMMMMWMi^M (Antigen-induced airway eosinophilia (rat)) 

4mB<DmB BN yyh (Q2|s:^-\'— JWX'jn— ) SrfflV^T, W. Elwood 
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e., Inflamm. Res., 44:83-86 (1995){C:fB«<Z):5^Ji<htat^|pHt{C LT, ^ff^f^Sj® 

^m^^^fi. -isa: (I' ) T^^tirc^t^mxit^o:)m<Dim^},t2m&,±t 
. m'^mimzmi^^^ti^. mmmm.i^> mmm. "to^im^mi^^T. ii^ 
mm-^nx\,^^:^mz^^xmmt^^ti!)^-c^^. ^mtm^i. iim. 
)m. mnm, mm, mmmiz^^man^, xit. ^m, mmm<Di^m\, ^ 
^ij, m^miz^^4^ma^^(D\,^'rn<Dmmx&^xh<i:\^\ 

:^^Bmzjz^mnn-¥(Drztd(Dmwmm^tLxit, mi, mm, mmmm^^ 
m^^ibn^o :i<Dj^ofj:mwm^mziii^^xit, z>fDXit^ni^±(D^&mm. 

immm'^mmmif')n-)mts)\^zy^j^(D^otmm\, v-7.(Di:,of^ 
"SEmWi, ^)v^ 5 >mx\tr7.;'%^^y'm(D^^fmmm}m^^mi'X\^^x 

mui^^oTz^sbcDmwwmu, mimz^^-^n^^mm, mm\, mmm 
, yuv-:m, xu^'>;i^j^*^^, --fm\zm^ibn^^m^^m\, m 
At*it^7jc. jL^j-)v^^ts. ^(Dmmi\-ipm^fmmm^j^\zmmm, m 
mm<D^ofmm\, v^mi, mm, mmm^'^mvx\^^x^^\>\ 

imui^^(Drz^(D&Mmthx\-x, mm(D7mxmm^(D^mm. mmm 
, ^mm^^mt^o 7m(Dmmm, mmmtvxu, mxumMmm'^yi<.ms 

2 1 
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^m^m^^^^n^. ^^ym^o^mmi mmmtv-a^, mxu-:ru\^u> 
iE,\zmmm, mmm, %im, ^mm. ^^im mxit. h-Ts) , mm 

/kg;&«iS^TfeD. JinS:ltHlT*5Vi«2 75M4lHllr5)-ttTS^T§o #M 
lBOS#M«. #:S^fcD*«lO. 0 0 0 l>6^^1mg/k 

mim%-T:. m.BmziL\x\^\mTmmk\zii^\^-z^^-'t^. ^^mtmk, 
mm-^%m.'^-T:m^(^%^\z]^-C'x:mM.^'^^n^. 

mmmiz&-^^:^mm^m\zmmizwimr^o :$immit'^mitTm 
mmm\zf&m<Di\:'^m\zm^-^n^h(D-^\trji\^K u^, m^m\z:is\^^xmm 

ai^Lfe^. 'Mmiz^Y)mmvx. 2- (i-^5^;w-3-hu:7;i/:tP>^^;i' 

- 1 H- fcr^y-;u- 5 — r;i') 5"7\/-;i/?£r#;t, 

##{ni2 

A-n-^=¥l)->mm (1. 6M) iSrJnA, -3 0 5 O^CT 1 S^J^PbISJ^L 

/i. ^fS^^tc-e 0'COTi?2-:7°otf;t-n;u5":ty3i>^iPA, -eov&rf 
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)V) - 5 - h U y)V^U^^}V- 1 H- tf LT#fc. 

3- (2-5^X-;i/) -5- hU:7;i/:tO;<^jU-lH-tf^\/— ;i-i:THF 
<^)ig^#>{C, -6 0'COTTn-:/5^;i/'J^'^A-n-^=^^+h>J^M (1. 6M 

)V 5- (1 -X|-^->;t;;i//J?x;i/-5- hU7;u^D^^;u- iH-tf^y— 
)V- 3-^)1) ^:t-:7x>-2-:*7;i/3j^^v9— hix^;u 5- (i-xh=^ 

v:^;i//}^x;i/- 3 - h u >';u:rp^5^;i^- i h- tf^y— 5 — fjw 5^:t-:7 

nmiz^ommvx. 5- (5-hU:7;i/:tD7^^;u-iH-tr^V- 

)V-Z—()V) ^^:7ji>-2-*;i'7}?c^v'^-hS:M^4^atLT#;to CI 

2 - ( 1 3 - h u 7;i/^P7^^;i'- 1 H- tr^^z-ji— 5 —r 

-^ymm (1. 6M) <^iqA, -5 0t:OTT9 O^FalJSi^LfCo KJiBmiZ-2 

0t:OTTi7PD#*^x5^;u^»pA, -2 orOTTi s^^ai^Ufc^, -^fe 

twckOttSaUT, JL^JV 2- (1 -;?^5^;W-3-hU>';p:tD7^5^;U- IH- 

iz^K)mMX'm7i^^h, 2- (1 hu:7;i.:tp^5^;p- iH- 
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■^h^^y>(- (i^m?^ : n -'\^+l-> : i^X5^;i/= 1 5 : 1) T^mb, X 

5- (i-x5';i/-5-h'j:7;i/^p^5^;u-iH-tf^\/-;i/-3— r 
10:1 {z^xxmmv. x^;p 5 - ( 1 -x5^;i/- 3 - h u yji^^u 

mBm^iiSstLxmzo ::M<Di[:^m^'^m\z^r)m&xim^i^. a) 5 

- (i-x5^;i/-5-hU:7;i^:^opt5^;i/-iH-tr^v/-;u-3-'r;i^) 5=-:^ 
y:c>-2-t»V-^>m. mSh) 5- (i-x^;i/-3-hU:7;p:ta^5^;i^ 

##««J5 tlH^t'bTa) 5- (1— rvyntf;i'-5-hU:7;u:fDp^5^;w 

- lH-tf^l/-;i/-3— r;U) 5^:t>'x>-2-;^;Uj}^>i?, Rt/?b) 5- ( 

1 y tf;i^- 3 - h u u^^)i-iH-\d^ y-;p- 5 — r 5^ 
4-^5^;i/-3- (2-^xx;i/) -5-hU7;p:*-ppt^;u- iH-tr^y 

-;i/tn-y9^;UU5^'^A-n-^^1i->?§^ (1. 6M) ^Klt^-^H. MtC- 
5 ov&.TX^ nn€WtJ^'^JU^iuX. - 5 ot:OTT3 o^j-rB^MJ^bfc^. # 

A-^^)v-s-v^)y)V^u:^=f-)V-\w-\f.^v—)V-z—()V) ^-tyx. 

5 - ( 1 3 - h U yA:tu^^)V- 1 H- t!^y-;i/- 5 

^^yjL>-2-tf)i^:^>m. :*-4^1fU;U^nU h\ DMFRUCDCECDjl^#> 
$^ST9 0 ^mmi^ly fern:, S^t-^OMSLT, 5- (1-^^Jl/ 

2 4 
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- 3 - h u :7;i/:rp^^;i/- 1 h- tf^y-;u- 5 -^M ^:ty3^>- 2 

5 - ( 1 3 - h u :7;i/::*-D^5^;i/- 1 H- tr^ 5 -'f 

>Rr/h;i/X>(Dig-&t)^5 0 "C T 3 O P^l MJ^Lfc, t e r t 

-T/^'y-JU^m. 8 0 "CT 5 B#PBmj^L/!:m^ S^St^J; 0»^bT. t 
ert-zT^)]^ 5- ( 1 -p^f^JU- 3 - H U :7;i/:tD^5^;i/- 1 H- hf^\/- 

1 0 

tert-:/^;i/ 5- il-^^}V-3-hVy}V^a;^^)U-lH- 
fcf^y-;i/-5-'f;u) ^:t7x>-2-*;i/A*V-b, h U :7;i/:^o@^g? 

S:tX>^i^aopCi$^>cD^g'&i^^^^T2 BmmWi^tcW:. '^m\z^K)mm. 
jt^LX, 5- (5-Tay-2-^X-;P) -l-^^)V-3-h0y)V 

##^1 1 

1- (4-xhn:7xx;i/) -3, (hU:7ji/:to^^;W -ih- 

t?^ \/-;KD7Kttx^ y -;W^M(c, 5!h:?&TT#i&*<h:^fl:T >^xr> A^Jin^ 

fcWi. mm^i^miz^r)mmi.x. i- (4-kKD^>'T5y"7xxjw -3 

##^J 1 2 

5- (1 -;>t5^;i/-5- hU7;u^p;<5^;i'- iH-t:^y-;u-3— f;W 
5^:t:7x>- 2 -:^3;i/Ji?^>^T;i/7't h\ 5g^^i|s»*S:U^"x^y-;ucoig-&#itc 

- 1 H- tf ^ 3 —f ;0 ^;^-7x>- 2 -*;W3j^>mS:4!l€«»*t bT 



wo 99/19303 



PCT/JP98/04583 



4-?^^)\^^7V-)l-5-iJ)U^>m (10 8mg) , 4- [3. 5- 

h*x (hU:7;u:tD^5^;u) - ih-\^^v-}U- i )ii t— 'J> (2 

2 3mg) , WSCD:^^i^ (1 5 2mg) RUDCE (5ml ) Oig^t; 

^Mw^m^mwLfco Kft^zTH (10ml) ^m^. ^m^^i^jL^)v 

X-^;U (5ml) <h@^^X^;P (1 0ml) O^i-^^^^TftStH b/ic ttm 

nfc^?iS:->'J*y;U:*J^Ai5'PThif^:7^- (^m^ ; n-^^r-tJ-> : 
B^mx^;i/=3 : 1~2 : 1) TMSSbfc^. »^X5^;i/tn-^^ti->0 
ii-&J§ii5&^e)Si^aLT> 4-^5^;]/- 4' - [3, 5-t:*X (hU^JPrt 

p;^5^;i/) - iH-hf^y-;p- 1 — r;i/] 5^y^y-;i/-5-;ij;P/}?^vT 

X'JH (14 3mg) ^4|l€.^^yi^<bLT^§fc:. 

IIM«^J2 

4- [3, 5-t:X (hU:7;i^^p^5^;i.) - i H- tf^y-;i/- l — r 
TXU> (15 0mg) . hUX5^;i/TS> (5 7mg) BitKTHF ( 
2ml) (DW^m\Z. ^?^TT4-^on^>^/-r>>l/^^0'J F (8 8mg) 
ROTHF (2ml) SrUPx., ^ia-e4^F^«j!liLfc. Sl&?^{w7KS:fin;^, 

^figtj^w^x5";i/T}ftajbrc:^, am^^ 1 ^^:^m7K^?s. mamfkUfi 
zy^i^x-rnkx^it^. m^yxmm\^fc. #?,nfe^a£SrB^^x^;i/in- 

^^^y<DU^mWktS^(bni^^h'X. - C3, 5-t:*X ( 

h^JyA^u^^Jl) - lH-}d^V-)V- I — (M ^>XTXU F (1 

0 5mg) ^mm^^^tiyxmzo 
4' -^on-5- (4-^5^;i/-5-hU:7;i/:ta^5^ju-iH-tf'^ 

y-;P-3 — 1';U) 5^:t:7a:>-2-:^7;i'3}?^v'7xU K (3 6 0mg) , 
^5^;W3->yH (19 9mg) , mWt:^O^J^ (12 9mg) StKDMF ( 
5ml) (DM-^m^. MMX'SBmmWVfzo KJt^mizyic. (10ml) ^Ua 

PL. ±mm^mm::s^9-)vx-miiiLrcWi. mmm^miMWKxm^vrz. m 

2 6 
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^)V^9 : 1~4 : 1) T)itS5!Lfe^, »mx5^;i/t n -'\=t^tJ->roii-&^ 

iK*^e>^iSabT, 4' (1. 4->?pt5^;i'-5-h<j:7;u 

:tn^^)V- 1 H-hf^y-JU- 3 — rJU) 5^;t:7ai>- 2 -:t»;P3i?:^^->T 

-UH (13mg) <£Mfei|!{^4^a<i:LTt#fc:o 

llii0iJ4 

3 <7) >- u * 7 A ^ P T h ^ ^ :7 ^ -^a^stc *5 1 , ^li^sj 3 

i^^LT, 4' -!7UU-b- (1, 4-i^;<^)V-3-hVy)V:tu^^ 
8 6mg) Srilfil^t^^^bT^fco 

2-^nPTr-iJ> (6 8mg) , tfUv'^ (4 2mg) S:r/v^^OPp< 
^> (2ml) OJl^i^lC, ^?^TX5- (1 -p<^;W-3- hU:7;i.;e-P 

iH-tf^\/-;u- 5 --f JP) 5^^7i>-2-;^7;U3i^x;u^p'j 
H (150mg) ii>^^ua:A^> (l. 5ml) coS-&#I^SpA, ^ST 

— ;i^;0^e.^J^^LT, 2' -i:7ap-5- ( 1 3 - h U :7;i/:f p 
^^^JW- 1 H- t!^^/-;U- 5 — r;i/) 9^::r:7x>- 2 -;^7JU7j?^v7X'J 
H (8 0mg) S:MfeJgS<i:LT#fc. 

2-TS.y- l-:/^^)V\^u—}VmSSim. (2 0 2ms) > l^®?:^7 'J "t^A ( 
5 5 Smg) , THF (2ml) R^J^tK (4ml) (DW^mz, 5- (1- 
3 - h U :7;U:t P;*^;i'- l H- tf^y-;!/- 5 — OV) 5":t-7x 
>-2 -;^j;W4^x;i'i7pU F (2 9 Smg) tTHF (3ml) SrJD;^, ^ 
MT3 o^a-OTJ^L;^. SJf&^t::7K<&»P^> ^fieti^g^mx5^;i/Ttt&mL;^c 
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B^^X9^;i/=2 : 1-3 : 2) xmrnhtzm. i^iex5^;Pt n -^^1f>® 

u-^mm^^^nf^^Lx. n- (i-pC5^;i/-2-t!D'j;i/) -5- (1- 

3 - h U yjv^n;^^)^- 1H-E^V—)V- 5 — f )l) "^^y 
>-2-tlJV-^^'^2.\i (126mg) Sr^Mfem^i L.T#;to 

7 0%JL9-)lTS.>7^mm (1ml) RCJCTHF (2 ml) (D^g^i^tc:, 
5- (l-;A^)i'-3-h^Jy)U^n^^)\^- lH-if^V-)V-5—()V 
) 5^:t:7j:>-2-;<7;i/Ji?-;l'd7nU H (1 5 Omg) tTHF (2ml) 

Ax^t^vrz'^. m&rxmmvrco #^.nfc^a^imx5^;u<hn-^^ 

y)V:^U)^^)V-\H-\:iyV—}V-^ — UV) ^^y :i.y- 2 -ti)V-^^ 
(9 6mg) &4Sfe!|!i^!|^aibT#fco 

2-r%^^7V-)V (6 8mg) , fiSfP^SSTK^TM- U AtKJ^^ (1 
ml) 'BaSV^uu:^^y (1ml) ©ig-^^^tc, 5- (l-^5^;i/-5- 

h U >';u:top<^;i/- 1 H- tf^y— JP- 3 --TJP) ^^:7x> - 2 
7t?-;W^:7D U F (lOOmg) t-y^uu^^y (2ml) ^tiaX. -^UX 

^m^m.wvfz. Kmm\zi^^ti^x. ^mm^mm.:^^}vxmmiytz^. m 
mm^ma-kmT^xm^x^tz. mmm^wmfk-^^^y't>j^xw^vtz'^. 
mmyxmrnx^tzo n^nrzmm^zyU:^t>')vt!yA^u-^h^yy^- 

(mmm; n-^^1i-> : MX5^;U=4 : 1-2 : 1) xmmVfzm. 

x5^;i/x-x;i/Ti5t^^LT> 5- ii-^=^)V-b-vny}V-tu^^)v- 

1H-}£^V-)1- 3-^ )V) -N- i2-^7V^JJV) 5^:f:7x>-2- 

;^7;uj}^^ii-5 K (6 8mg) ^m^mi^ti^xntc. 



28 
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3' -Tiz^;i/-4 -^nn^>XTnU H (1. OO.g) i^^/— ;i/ 
(10ml) (DM-tmiZ. 3>K}^TT:M-U'^A^ (2 5 7mg) 

±:^-h (0. 5 2 2ml) ^mx. mmmmrx' 3 BfmmwLrz. Emm 

•&#(tC7K (5 0ml) ^JBA. ^fig#J^g^ifX^;i/T'amU;^c^, ttai?^^ 

m ; n -^^^> : @^i?x5^;i/= 2 : 1 ~ 1 : 1 ) TW^LT, ^ilfetftJl^ 
<^Sr#fco ^(0^<D}i:^^)V\i]^y-jy (0. 12 2ml), (Im 

1) n om\) (DU'^m^. Mmmmrfx i ^mmmwiy 

fto Emm^ik}^^^. mEETx-mrnvtco nihnftmmzmw^j^^)i^^mx. 

1) xmmi^rc^. mmj:.^}vtn-^^-^>(DU'^mm:^^^n^^vx. 

4_^pp_3' _ (1 -^5^;u-5- hU:7;l'^D^5^;i/- IH-tf^y 
-;U-3-<;U) ^>XTXUH (6 0mg) S:M^W^<i: LTt#:to 
^li^J 1 0 

mmm9 0iyVijy)v:f3^Ai7a-7h^'^y^-mm\z:^i^x. mmmQ 

^^bT, 4-i^Da-3' - (1 -p^5^;i/- 3 - :7JU:tD^^;P- 1 
H-tr^y-;i/- 5 -<;i^) ^>XTX"J H (13 4mg) 

mmm 1 1 

5- (1 5- hUr7;i/::ro>^5^;w- iH-tr7^/-;w-3-'f 

=^^yx.y-2-fi)\/i!r^^i/7)\/'f\LY (2 6 0mg) , 4-i7nDT 
X»J> (134mg) , i^gf (0. 1ml) 'BOSl^^'CLUi^^y (3ml) 
Oii'&#JlC:M-U'^7AhU7-feh^>'j}^Pt HU H (5 3 Omg) <S:iP^, 

2 9 



• 
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MUX' 2 mm 2 0 ^m^LTz. KftM\ztmmm7i^m^ h u '^7 atkj^^k ( i 
omi) ^mx. ±mm^mwty^^)wmiiii^rzm. mmm^$m^m.yi^x 

it^ : mWtJl^)]^= 1 0 : 1~6 : 1) TmmVX. 3 - [5 - [ (4-^^ 

(3i3mg) ^m^mwLvxntz. 
mMm 12. 

x5^;i/ 1- [4- {4-i7uu^yV^ )VT^J) :7x-;u] -5-h 

^)y}V^U:^=^')V-lll-}d'7V—)V-A-t!)Vt^^i^'^—h (1 5 Omg 

) > \mMimit'rh^)^2^ymm (imi) , -BasjL^j-)v (2m n 

(2ml) ^Ma.. :ifigii^^i^^X9^;i/TttfflUfzm> am?^$rtafP:t^7K 

tzo n'E>nrzmmi^jL^ y—jvfj^'bni^^i^x. i - [4- (4-^^00^ 
>y-r;PT5/) :7:iix;i/] - 5 - h u :7;i/:tP^5^Ji/- 1 h- tr^V— ;u 

-4-;tr;i./}^>if (9 1mg) *^Sfe*»5|^StLT#fCo 
1 3 

1 - t e r t -:fh=¥i^tl)V^—}l^\:^^*Jz^>-4-i])l^:^>m. (19 8 
mg) . 4- [3. (h'J:7;P;rDp^5^;i') - IH-tf^y-;!/- 

1 — r;H TXU> (2 0 6mg) , WSCD:^iE:^ (1 7 2mg) RtKT 

HF (3m I) (DM-^m^Muxm^mi^vrzo K!i^sm\zmmj^^}v^m^ 
fzWi. 7K. mmmm7Kmi-h')^2^7mm. im^mm. mi^m.7i^xiWA 
mn^i^tz, mmm^myi^mm'rh'j^Axnmvrz^^. mEETxmmvrzo 
n^tirzmmi^z^vi]^)i:f3^Ai7n-^h^^y4- (mmm-, n-^^'^^■ 

> : @^mx5^;i/= 7:1^5:1) X^UVX. t e r t -Zf^JV 4 - [ 

4- [3. 5-fc*x (hU:7;i/:tP7^5^;i/) - iH-tr^y-;i/- 1 — r;i/ 
] :7xx;i/T5 tr^U i -:^jjp5ii^^^'>^— h (2 7 9 

mg) ^^fe^^^ttH^iLTlifCo :i©=fo<D (2 6 3mg) ii^i?X5^;U 
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(2. 6ml) (DU-^mz. 4M^mkmm:i^^)mm (2. eomo ^ 

jL^)vtn-^^^>(Dm'tmmf)^^nm^vx, [4* - [3, s-tfT. 
(h^)y)i^n^^)i) - iH-tr^v^-;i/- 1 — r;n 4- 

*;i/3i^^i/TXU (2 0 Img) ^^Mfe^^^^K^i bT^§^Co 

I^M^J 1 4 

x^;i/ 1- (4-7^/7xx;i/) -5- hU7;i/:ta^5^;i/- lH- 
hr5y-;^-4-:^7;^3H=^^>'5-h (ISOmg) , hUx5^;UT5> (7 
6mg) ROTHF (2ml) ©S'&i^tc. *}^TTp<^>x;i/7^x;i/i^n 
UH (8 0mg) SrjbDA, ^MT 4ll#rp1«#UfCo &Mi. mmm2iiwim(D 

mm^no^tizj^o. x^)v 1- (4-^iS'>x;u*:x;i.T5/"7x- 

(2 9mg) S:4SfeS«:<i:LT#fc. 

^mm 1 5 

5 - ( 1 3 - h u 7;i/::rnpc^j^- 1 h- tf^y— 5 — r 

;0 5^:t:7x>-2-;^j;U3jN^>'TJl/-xth* (5 8 3mg) , -J:iL^)V 4 
-^on-a!-:7;i':tn^>v?;i//}N;^7}N-:h— h (7 5 5mg) S.tKTHF ( 
8ml) ©ii'&i^t', v'^vyPtfJl/TS^ (2 5 9mg) i:n-:/5^;WU 
5^'>A-n-^=^^1i->^?K (1. 6^5^. 1. 6ml) iOfaSibfeU^-^ 

6l^rBl3 O^jt^UfCo SfS^SfCTK (10ml) ^iPA. :^^!^^e^i?X5^ 

i^DTh^^^:?^- (^m?^; n-^^-^> : i^S?X5^;l/= 16:1-8: 
1) TiltmbT, 5- [5- [ (E) -2- (4-^nn7xX;W) -2- 

:7;p^Pk*x;i/] -2-M-;H - i 3 - h U :7 a^^^;!/ 

.-lH-e^y->»W (3 2mg) ^lt^tft4^^<hLT#fec 
HiS^aj 1 6 
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4 - ( 1 3 - h u y)i^n;^^)V- i H- tf^\/-;u- 5 — r 

tf'^U>?> (5 4 0mg) tTHF (5ml) (DW^miZ. ^}f^Tl^4 
-i7Uayx.zi)l^Vi^Ti—h (46 1mg) ^m^. MU-^m^i^i^i^ 
fee ^mm^zyli (10ml) ^UaX. ^fig#J*B^mx5^JUTjftffiLfe^, 

= 1:1) -i^mmvrzWi. mmjL^)i^iin-^^D->(Dm^mmi!)^^nm^ 

L/T, 4' -:J7PD-4- il-;^^)V-3-h^)y)U:tU}f.'^)V-lH- 
\f.=yV~-)V-S-^ )V) t!'^U>?>- 1 -*;i/Jj^^'>T^U K (3 9 1mg 

m^m 1 7 

1 - hU5^;i/- 1H--I'5^l/— ;i/-4-*;P4^>^ (SOOmg) , 4 

- [3, 5-t:X (H'J-7;i/^Dp^^;U) - lH-t!5^/-;i-- 1 --f;!/] 
TXU> (2 0 Omg) > ^SC-OmkM. (1 6 2mg) , DMF (0. 5 
ml) (4ml) (DU'^m^^mrr^l^^m.WVt^o Kl^M\Zii^ ( 

10ml) ^mtl. :i^!ei^<£i^g?x5^;p"ej*aibfc^. mmm^ma'k.m^ 

=^tJ-> : i^l?X^;i/=3 : 1) TffiMbfc^, li^ie (0. 1ml) <i:T-fe 
h> (3ml) ^Jn;l, MT^^^aj^bfc. ;S;&^^j)iJEETTMbT# 

e)tife^3gicvx5";i/x-5";i/SriinA> MEETTigi^bfco ^§e.nfc^a£^c 

JK^MJETT^SS bfc„ # ^ ti:^cJSIt =Sr U :^ ^Ai7DTh^^7>f 

- (^ai?e^; n-^=^1t> : iti!Xf^;W=l : 1-2 : 3) T^tlSbfc^, 

@^mx5^;i/in-^^1t>(D?g^W/«>^?)^^^bT, 4' - [3. 5-t:* 

X {h^)yMu^=^)v) - 1 H-k!^^/-JU- 1 — r;n -ih— rsy 

\/-;U-4-;i!j;UiH^>'TxU K (3 5mg) ^M'feii5»t«iat bT#;fc. 
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±$Eo)mmmtmmz Lxmm 2-3 iztm(Dmmm^t-^^^mz. 1 \z 

MitmfimK^^ti^n^-to ^Tz. m4^5izit^mm^^mBd.r^it^mit. m 
BmmmmL<imTm\zmm(D-^mtmmm\zvi:. xit. -^n^izmmm^z^ 

^^(Dmmt. Rex : m^m ex : mmm co : it^mmn sy : mmm 

FN : FAB-MS (M-H)- ; E:EI-MS; M : g!6,>i^.['C] ; (d):^^; Nl : NMR(DMSO-d6. 
TMSl^§|5^2p) ^ (5 ppm ; N2 : NMRCCDCb, TMS f^g5^2p) (D^m. 

m 1 



Rfx 


Str 


Dat 


1 




N2: 4.32(3H,s), 6.90(1H, s), 7.45(1H, d, J=3.3Hz), 
7.93(1H, d, J=3.0Hz) 


2 


F3C Me 


N2: 2.29(3H, s), 7.16(1H, dd, J=5.2, 3.7Hz), 

7.25(1H, dd, J=4.0, l.OHz), 7.44(1H, dd, J=5.4, 
l.OHz), 10.86(1H, brs) 


3 




Nl: 7.07(lH,s), 7.60(lH,d^=3.7Hz), 7.76(lH,d^=3. 
7Hz), 14.42(lH,bis) 


4 




Nl: 4.26(3H, s), 7.56(1H, s), 8^2(1H, s) 


5a) 




Nl: 1.42(3H,tJ=7.1HzX 430(2H,qJ=7.2Hz), 7.46(1 
H,s), 7.58(lH,dJ=3.9Hz), 7.71(lH.dJ=3.6Hz), 1 
3.18(lH,bre) 


5b) 


isrjj-^''s coon 
F3C 


Nl: 1.39(3H,tJ=7.2Hz), 4.37(2H,q,J=7.2Hz), 7.15(1 
H,s), 7.53(lH,dJ=3.9Hz), 7.80(lH,d,J=3.9Hz), 1 
3.46(lH,bre) 



3 3 
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6a) 


iPr -N^jr^COOH 


Nl: 1.49(6H,dJ=6.8Hz), 4.57-4.68(1 H,in), 7.32(1^ 
s), 7.47(lH,d^=3.9Hz), 7.50(1 H,(U=3.9Hz) 


6b) 


F,C 
3 


Nl: 1.44(6H,d^=6.9Hz), 4.77-4.88(lH,m), 7.08(1H, 
s). 7.48(lH,dJ=3.9Hz), 7.80(lH,drI=3.6H2) 


7 


PgO Me 


Nl: 2.28(3H, s), 7.53(1H, d, J=3.9Hz), 7.81(1H, d, 
J=3.9Hz), 13.53(1H, bis), 14.11(1H, brs) 


8 


Me 

n/^s coci 


N2: 4.09(3H, s), 6.78(1H, s), 7.30(1H, d, J=4.4Hz), 
8.00(1H, d, J=3.9Hz) 


9 




N2: 1.54-1.56(9H+H20,m), 4.00(3H, s), 6.50(1H, d, 
J=3.6Hz), 6.57(1H, s), 6.91(1H, d, J=3.9Hz) 


10 


F3C HCI 


Nl: 3.96(3H, s), 6.29(1H, d, J=3.9Hz), 6.77(1H, s), 
7.09(1H, d, J=3.9Hz), 7.1 (br) 


11 


CF3 


F: 312 


12 


•^e N^^— ^^COOH 
F3C 


F:277 
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m 2 



Rf Rg (I a) 



Ex 


Re 


Rf 




n 




X 


A 


Sy 


Dat 


1 


CF3 


H 


CF3 


0 




NHCO 


— 




M: 144-145 ; Nl:2.64(3 

H, s) 


2 


CF3 


H 


CF3 


0 


-0- 


NHCO 




- 


M:196-197 ; Nl:7.82(l 
H, s) 


12 


H 


COOH 


CFi 


0 




NHPO 








13 


CF3 


H 


CF3 


0 




NHCO 


HCI 




F:407 


14 














Mp 

IVIC 




iVl. IDO' IDO 


17 


CF3 


H 


CF3 


0 


0- 


NHCO 




- 


Nl:10.23(lH,s) 


18 


CF3 


H 


CF3 


0 




NHCO 


CI 

X) 


1 


M:183-185 ; Nl:7.82(l 

XT _\ 

H, s) 


19 


CFi 

\^r3 


H 


CFi 


0 






--^ s 


1 

J. 


H, d, J=2.9Hz), 8.19(1 
H, d, J=3.4Hz) 


20 


CF3 


H 


CF3 


0 




N(OH)- 
CO 




1 


M:126-129 ; N2:2.94(3 
H, s), 7.10(1H, s) 


21 


CF3 


H 


CF3 


0 




NHCO 




1 


M:166-168 ; Nl:2.84(3 
H, s), 7.83(1H, s) 


22 


Me 


H 


Me 


0 




NHCO 




1 


M: 101-103 


23 


H 


H 


H 


0 


0- 


NHCO 




1 


M:184-186 


24 


H 


COOEt 


CF3 


0 




NHCO 




8 


M:201-202 


25 


CF3 


H 


CF3 


0 


N 


NHCO 




1 


M:158-159 


26 


H 


COOEt 


CF3 


0 




NHCO 




1 


M:l 18-120 


27 


CF3 


H 


H 


0 


-0- 


NHCO 




1 


M:158-161 
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28 


CF3 


H 


CF3 


0 




NHCO 


S 


1 


M:194-196 


29 


H 


H 


CF3 


0 


0- 


NHCO 


— 


1 


M:133-135 


30 


CF3 


H 


CF3 


0 


■ N 


NHCO 


_i_s 


1 


M:215-218 


31 


CF3 


H 


CF3 


0 


-0- 


NHCO 


—^0 


1 


M:135-136 


32 


CPs 


H 


CF3 


0 


0- 


NHCO 




1 


M:169-172 ; N1:2.48(3H, 

s) 


33 


CF3 


H 


CF3 


1 


-O- 


NHCO 




1 


M:125-126 


34 


H 


COOEt 


CF3 


0 




NHCO 


Me Me 


1 


M: 163-165 


35 


H 


COOEt 


CF3 


0 




NHCO 


A 


2 


M: 141-143 


36 


CF3 


H 


CF3 


0 




NHCO 




1 


M:188-190 ; N1:9.14(1H, 
d, J=1.5Hz) 


37 


CF3 


H 


CF3 


0 


0- 


NHCO 




1 


M:188-190 


38 


CF3 


H 


CF3 


0 




NHCO 


Me 

\ // 


1 


M:156 ; N1:3.90(3H, s) 


39 


CF3 


H 


CF3 


0 




CONH 




1 


F:422 


40 


CF3 


H 


CF3 


0 


-0- 


NHCO 




1 


M:99-100 


41 


H 


COOEt 


CF3 


0 


0- 


NHCO 




5 


M:176-178 



3 6 
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^ 3 

Ra 

I 



(I b) 



Ex 


Ra 


Rb 


Rc 


Rd 


n 


B 


X 


A 


sy 


Dat 


3 


* 


Me 


CF3 


Me 


0 




CONH 






M:210-213 


4 


Me 




CF3 


Me 


0 




CONH 






M:192-196 ; Nl:2.15( 
3H, s), 3.91(3H, s) 


5 


Me 




CF3 


H 


0 


-iJ- 


CONH 


CI 

1 




M:156 ; N2: 4.08(3H, 
s), 7.13(1H, dt, J=7. 
8, 1.5Hz) 


6 


Me 


* 


CF3 


H 


0 




CONH 


Me 




M:158-159 ; Nl:3.44( 
3H, s), 4.07(3H, s) 


7 


Me 


* 


CF3 


H 


0 




CONH 


Et 


- 


M: 136-137 


8 


* 


Me 


CF3 


H 


0 


-tr 


CONH 




- 


M:244-246 ; N2:4.04( 
3H, s) 


9 


* 


Me 


CF3 


H 


0 


XT 


NHCO 






M: 173-175 ; N2:4.02( 
3H, s) 


10 


Me 




CF3 


H 


u 




NHCO 






M:150-153 


11 


* 


Me 


CF^ 


H 


0 


-tr 


CH2NH 






M-113-115 • N2'4 48f 
2H, s) 


15 


Me 




CF3 


H 


0 




CH=CF 
(cis) 






E:386 


16 


Me 


* 


CF3 


H 


0 




CONH 






M:163-165 


42 


* 


H 


CF3 


H 


0 




CONH 




1 


M:246-247 


43 


Et 


* 


CF3 


H 


0 


<jr 


CONH 


xy 


1 


M:177 ; Nl: 1.51(3H, 
t,J=7.3Hz), 4.36(2H,q, 
J=7.3Hz) 


44 




iPr 


CF3 


H 


0 




CONH 




1 


M188-190 ; Nl:4.59-4 
.70(1H, m) 


45 


Me 


* 


CF3 


H 


0 




CONH 


jy"' 


1 


M:204-206 ; Nl:4.07( 
3H,s) 
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46 


Me 




CF3 


H 


0 




CONH 




1 


M:183-185 ; N2:4.13{ 
3H,s), 6.78(lH,d,J=4.0 
Hz) 


47 


Me 


* 


CF3 


H 


0 




CONH 




2 


M:163-164 






* 




n 




Q 




HCI 


0 




49 


Me 


* 


CF3 


H 


0 




CONH 




1 


M:185-186 ; Nl:9.32( 
IH, s), 10.17(1H, s) 


50 


Me 




CF3 


H 


0 




CONH 


Me 


2 


M:159-161 ; N2:4.06( 
3H, s) 


51 


Me 


* 


CF3 


H 


0 




CONH 


CI 


2 


M: 181-183 ; N2:4.08( 
3H, s) 


52 


Me 


* 


CFt 


H 


0 




CONH 


F 


2 


M* 147-1 48 • N1-4n8r' 
3H, s) 


53 


Me 


* 


CF3 


H 


0 




CONH 




5 


M:129-130 ; N2:4.07( 
3H, s) 


54 


Me 


* 


CF3 


H 


0 




CONH 




8 


M: 189-192 ; N2:4.07( 
3H, s) 


55 


Me 


* 


CFt 


H 


0 




CONH 




8 


M191-192 • N2-4 07*' 
3H, s) 


56 


Me 


* 


CF3 


H 


0 




CONH 


H 

KJ • Kl 


2 


M:285-287(d) 


57 


Me 


* 


CF3 


H 


0 


\i if 


CONH 


\ .. J 


2 


N2:4.07(3H, s) 


58 


Me 




CF3 


H 


0 




CONH 




2 


M:166-168 ; N2:7.13( 
IH, dd, J=4.9, 1.5Hz) 
, 7.31(1H, dd, J=5.2, 
3.2Hz), 7.68(1H, dd, 
J=3.0, 1.5Hz) 


59 


Me 


* 


CF3 


H 


0 




CONH 




5 


M:207-210 


60 


Me 


* 


CF3 


H 


0 


-tt 


CONH 




8 


M:140-141 ; Nl:1.10- 
1.20(1H, m), 1.24-1.3 
7(4H, m), 1.58-1.66(1 
H, m), 1.69-1.89(4H, 
m) 



3 8 
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61 


* 


Me 


CF3 


H 


0 




CONH 




1 


M:156-157 


62 


* 


Me 


CF3 


H 


0 




CONH 




1 


M:197-199 


63 


* 


Me 


CF3 


H 


0 




CONH 
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